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(57) [SiKJ] 

*f&9!«, #XxO-f PXtfiik&m ©SAID) > #fcX 



(2) 



[If ^JS 2] BfrfE*fflflS^^^a<DNSAID|z^fl4^1±^Z t *^t?m 

£sil#II 3 lcIE«0)^;4 o 
3 lztE«0^;i o 

9 ] ( a ) M^flSom 1 <7>SB#£ t hlfltlf^ bm^i 

(b) f^b04#S^lSt^7f -^t ; 

(c) x*j>#9 3ztz\t*<omu#&mtR&m\z&J*-tz>*Tvzrt ■. 

(d) KMjfflJjaa)* 2 0>»» ASHMAN e»*«|-r-SXT-'y^i: ; 

(e) mmmmf&orftu%2o&fto±ftm.*mn-?h*Tvyt ■, 

(f) 7.=rv? (e) T*;I'l5£L/-£#j££;^-;/^ (b) r^l>J^ L/c£#j£ i: 
tt«-rSX-TS/^££^*K XtvZ? (e) -C(7)£#Jg<m£TlZj:oTfrlE« 

O] X^*v3Mb) fc«fctf (e) A<iFie<b^«aJH(D#«T"C 



(3) 



(4) 



[000 1] 
[0 0 0 2] 

[0 0 0 3] 

Ml*. mvm< ZttfX&ti;^fktiii\zfrfrt>Z>im$:WLX^Z>t)\ St<8t 
ftfc^iilcgcTfjAtfoTl^fcifclC. Affile J: o TlS yp^< ZttfXZtil^Zt 

itmmm&&vi&ttmm}£ : £mmiz*iLxm^z>zttfxzz>f}K eti 

[0 0 0 4] 

3M.^P-f K%tt&£X (NSAID) 0>m*. 9Jffia>»3S*^-r€»IS4f^T?«J 

anuria TxeuxcAn^r^nr'A^pr^cCNSAiDii, £ffifta)ftftffl0) 
t;^- ^ p ^r-tr &BK£<z>ra(= * ffl i* e, o 

[0 0 0 5] 



(5) 



k u ^ a *> <fc i^TK^-Mcoijiip it & 3? p x $ ? ^ > >mv> & mw&w £ ti 
m± u ^Aiiii!^. ^^fcj:t/^^^?i#^z-rpr^^fc-S) 0 ^fc. ztib 

(7>^a>±r^^bttS*^?I^J5Z-rpI^14^fc-oS 0 Remington's Pharmaceut 
ical Sciences , Mack Pub. Co., Easton, PA (18th ed. , 1990) 1 115-1 122H£ 

[0 0 0 6] 

. H. A. (Weiss) £>, Scand J. Gastroent. , 31, 137 (1996) (suppl. 2 

20)fccfctfv? (Shiff) t>. Exp. Cell Res. , 222 , 179 (1996) £#KB e ££lc 
Kifi-CI*. B. ^yUisyU (Bellosillo) t>. Blood , 92, 1406 (1998)^, T 
Xtr'J IstSkUWrjlMmt-t >t£ hP-CB$fflaSCLL$fflBScD±#^^jgT^ti-^) 
Jb^ -OK^^v^. -7" KP7^ (ketoralac)fc£tXNS-398(ifET£tb&U<!:*B 

l^5o H. M. t7x;u^— ;u (Verheul) £>, Brit. J. Cancer , 79, 114 (1999); 
F. A. \s—>?u — -J (Sinicrope) £>, Clin. Cancer Res., 2, 37 (1996); fc<jz 
JS M. A— >f> (Mooghen) J. Pathol. , 156 , 394 (1988) £#HS„ 
[0 0 0 7] 

C. P. Vv?*— (Duffy) £>. Eur. J. Cancer , 34, 1250 (1998) li s thhit 

zzt&n&Ltzo t hmmmmts&ift: \-&iiimmf&iz*iLxmm£*itz^<D 
®miz$m\z&mi&T* : ?>m^BimT*&^tzo -r&t?*.. nsaid tmrnnms-e iz 

ii^M£:ta>fc;Kii\ 3c&m#fti^a>tfco*:o ?l#tti^^Pt-(D$g|ili*, 

[0 0 0 8] 



(6) 



$vz>4- (Duffy) <D<f)^-zfit. w»mttzvn& "MRP<z>sfr tm< 
&m<D®x&&frz>iiSA\Dt(Dm-&-e&)ti£Lt-?&p cT&mz -\ 997^10 

[0 0 0 9] 

8&<a£#Jg£ia«^3<DlcW^£mcDNSAID, L < (*X 'J >W (<Z)-5-?;U 
5l-P-2-y ^;U-1-[[4-(> ^JUXJU? << 7i-)b] ^ 5 1 U>]-1H-^ 

«^fciif©»fttfcor, »*L<i*cox-2iasj|in?fc-5ta>*S4--r 
o>aftii**i»Mi=B**nb^«a ( rgtmatej ) 

[0 0 10] 
[0 0 1 1 ] 



(7) 



2$fL-ft<D±ftm&®\j£-t&*TVZrt ; (f ) (e) "CS^ Lf=±*?Jg 

[0 0 12] 

(b) fc<fctf (e) itit^m&moW&TX'nontfVt-ZLi^ 

[0 0 1 3] 

t# ^ ^ if d A^Dl^ C <!: *«-e 5- § 0 

[O 0 1 4] 

IE® (N) ««^tS3A^6A©it^P>»fcUl (T) tt<*fr&8J!Hfc 

&C0X-2. COX-K p2iras te<fct x 7 / 7 ^^^- t?(D ^3fp^ h5£lc<£ oTitfi?^ 
^^UfLfc, C0X-2^^P y httMttttJR ( + ) tt'j7K^» (LPS) TfffliLfc 

KtttstHa (-) lis cox-i&cox-i&t'ibZij&mzvui^mmmi&mcT-i 

[O O 1 5] 

l^2o Jft#K*4f=fc(tSCOX-2S6!R*. «1 ©JRA"C*-r±T(Z)H*tt»te«k 

i/&5tLT?^-riE®«a«iicoi>ra)Cox-2fi^<z)fil7&<^p^ h**ir^* 0 



(8) 



mmmzmnm xmizm-r (n=m „ mm^-^mAXTik-tmmmt&tix^-riE 
mtmizmnxfoztmmztitz (p=o.oo4) 0 

[0 0 1 6] 

o B) ^^^BxPC-3^MEKPflg^JPD98059*f-{iDMS0r*10B#^ML/r^<D;S1±1b 
MAP^-Hffc«fci;C0X-2(D^?lU^;U o J*»flsJ£1*Erk 1/2 Map*-*— tf $ U > 
IMfSWMap^— tffitft-etttiJLfc. C) 3O0/\AX* — f$mmf&&X*<DCQX 
-2%m<Ditm o D27li^=14<7)^$BiflS^l?fcy, ZtlX)^D27/K-rasfc^t>*B12/13 
t^5»ftte»**»f=c C0X-2^3fp-^ Ltc^. :?P<v h^fijiULTT^ 
>^S^P-^L, £>/^Km^^»T?fc3Z<h£^l,*:o D) C0X-2f£S! 

omm^o sssimM.mm^mir:^titzmrmVo%FcsxmML. m^xmrnmrnz 

fr&ofco C0X-2O>&m&mmmfa (Gr) s jftUftftO&*llll& (Oh) fc£tfFCSifjiJj&*ffl 
BS^blSL fc^fi?^* IS ? □ V h IZ J; o T L fc . 
[0 0 17] 

i4 0 B?aii!i«$Bfl&^(Dii5Sic^-r^,coxpfi^j<7)?jbmo sk^mxuk+mifem 

xPC-3iS^Um^(DmX7jk-4-PaCa-2^. DMSO fe^L>li^*$ttf-JiJta) 
X'J>^<7 (A) . -<>K*$:>> (B) £fcl*NS-398 (C) toft&TXW-fcig 
iLfco 3B@(z. 2o<D^x;uft<7)mfe£f+3&U DMS0<D#^T^ig^3^ 
BS©»a>5»*i?a Lfc 0 < t i, 2 HKD&S Lfc3gi*fr k><D¥-t$®.+/-mm 

[0 0 1 8] 

. »ttH*wici««-r*tti!a*«iJfli»JS*i!i-ei5//iiiT74- k>»t? i b*wh 

Ltc 0 PGE 2 (7)S^$'S'>/^M;lJtlziE*l'(bLfco ft Willis 2 0034 

ltLfcSIKA^©TOffl+/-«M*"Cfe*. B) PGE 2 (7)^fz^-r^COXPl^J 
OJ^o BxPC-3$tBflS^^DMS0^fcli2^<7);«Jt(7)C0XPl^J (100// M(Z>X 'J > 



(9) 



10jt/M<ZM> hV£ v>fc£tf10//M<Z>NS-398£||lv|#-e^U 250/iM<7)X 
100//MCD-O K>^^>>fc,fci;50//M(7)NS-398^^fi|(D*ir^-r) T* 

t 2 HI (7)3* 3t L tz mS&fr e> <D t CD 1? fc -5> „ 
[0 0 19] 

[0 0 2 0] 

HI7 li. j£RIMtnJia$PaCa-2(DJiKlctt-r&;i 'J t?J±*s$ t?>t(D 
[002 1 ] 

£»<DH«J&<* ii'>fPt+yft- tf (COX) s m^WlcliC0X-2^M^ 

TXfcf'J >*feliffeCD#X^P>r K^taiK&lll (NSAID) ©fiJWMteJfHcJ: 
o T CO fclfctt A<40 ~50%M'> L # * Z <t # S $ *it l> -5 (3) o NSA I D I* £ 

mztevz>mmmxfo%*s<7 a***,?-)-— a ccox) £Pfis-t£c<b#*qb*i, 



(10) 



lcfcl^T«SI£S!fc LTL^ nNSgtttffcS d t LTL^ 0 C0X-1 fc<fct;COX-2 

tm£*iz>cox<D2-D(Dm&mmw£*iT^z> 0 cox-u*«fi6Mi=5feSL, cox- 

tRi$*i4(5, 6) 0 ifi^. COX-2<D3§3ili£fciFI2l£> t hil:fcUTg<^^C 
tij<7r^HX fc y , COX-2<0#£jWg<BSgit£tBlllL-Cl>6:: <t £t*i& lti^ ( 
7~11) 0 C0X-2*3B*S*tlS»W(=ie^oit**e><f*P^I=[*, C0X-2£^3t 
-T-S t h^Js«BflSI*MA14^^«>* t 5 (12) ^*J»±A*Bia(=fcLx-C3i6 

^Lf-cox-2(iT7K^h-^x^pi§-r^<tLN5m^(i3)^^ti^o mmmm 

l=M*Jiai±<Z)*lSiT?**t KSBlttMttTK'jTK-^X (FAP) izoivCQT 
^X^fW^ot, C0X-2SIS»tt»a>B*»fiEtlSt;oi+*tt»M*itfi^ 

«* tm*woox-2RasjM ztizmtf u -?a>» # ^:<t rft>fr ■? 

fc(15) 0 

[0 0 2 2] 

Mi)lff2J&ttRas<7)#£l;J\ H-rasff2K$E&7 h<Bllfc«fctf?LM±J£Sifl&£: btf 
lc^3NB^14WSlfflfl&^lcfcMt^COX-2|g^(D^i:glil#(tf>ttT#fc (16-18 
)c **W#&<D»*ISyi?tt. H*»fiRttRasfcCOX-2f63Si:<DS8ai*^(*WT? 

<7)-C. *f!0^#^l*±i*l^-eBi^^J5£14Ras<!=COX-2f|^i:a)^^^ill-<^c:«t^ 

T?#<5i*-r-r?&*. *Bf3£t?fi. BKH&tefc n»i»j«JS(=i3(+*cox-24t >/<^H 
a>U*;u£MiLfc. *S§BJi#£>l*, C0X-2fg^A<li?|»M*fc«kt;iglSlg*IBflS^ 
(DK-ras^«;5Et^g8^-^^if 6(cS|Kfc 0 |jii%t£il$ttffi*te<*:tf«lll 

HS^lCfclt&ig U"^KDC0X-2* RSijtr-T-* £%Jt LT, t> 

teCOXRlSjM-e&ax 'J >^>7. >f > * v>fc<i:tfNS-398a>fc hRKM&l 

bs^ vommmm t; ^ n x $ y ^ > *> >e 2 m± i~*rr * i= o i*tk» l 

[0 0 2 3] 



(11) 



*s<7n**is?i— tf-2 (COX-2) f6Sili. HtxHSiOt hjn?T ^U^zl U 
— S £tu fsrafctfcMMfclStfolt l»l«lSI=fcCtSC0X-2a>fi*U 
^It^fciO, *5BW#&I*. JBCSStefc hBRM (n=23) *5J:tf»(DiE«l» 
&*E®! (n=11) lcfc(f§C0X-2^>/^®#lil$^^P«v h^#flcJ:oTlfffi 

frof- 0 WKm*^*l&*;h.£ft U*;u<BC0X-2* i//<*Rj&<IM»]*14K-rasfl!> 

*B«(D-9-^l2'> h-e<0K-ras«tt3B£SJ3£Lfc. ■«»*ttK-rasa>MI±, ^3" 
WLfcl!?ie0iS^fgSLfcCOX-2^>/^M(OU^;i/tl*ffl^Lrt^d:^ofco 

*4>Al^^;uO)C0X-2£raf ^WMHmieS (BxPC-3) -ei*, C0X-2fSSUi 
Erk 1/2 iap^-ifSttfl:i:l*«IIHff-e**c;t36«***tfc. COX-2 tmmBf& 

m-rasmmt<Dm<Diammm<DX.t»ai$. R^mttmmmmmmznii-^cox- 

2#gg|£7>;/^u^u- h t ft l J US : i It ^5, 
SB#6l**fc, C0XR§WHt?&*X 'J «< > * v>fc£tfNS-398#C0X 

-2PB14 (BxPC-3) fcJ:U:C0X-2|^ti (PaCa-2) (DM?j(Dl&mmmm¥&mztel-tZ> 
*MMHI*lfi#Lfc LfrLfttfib, •<> K**i/>fc«fctfNS-3 

98lc«J:-S>$Biflati5ia)ffll$iJli. PaCa-2$IB8&^<£ <J t,BxPC-3|Ma*Icfe(t-B^A<3^ 
l=*#**ofc (^-ti^nP=0.004fcJ:tXP<0.001) „ £t>lc, Z <D 3 fiOCOXGl^ 
JHI*» BxPC-3$fflfla^|Zfc(t^^PX^^^>i;>E2 (PGE 2 ) <D U^U£1£T £1+ 
fc. fcaMMffc©-?-*!*. CQX-2^raffli«»JA-eSS«:fi*l$ 

ifcL, l f= o r mK«^iEa> fc#> r=*r afc <b3&*& © a t ft y z t 

[0 0 2 4] 

**U>]HH-*>^>-3Hft»)li&T©<b5*5t£*rU >JU^ (Merk) 
^'jy>j;u (Clinoril (MM) ) £ LT A^WflB^**. 

[0 0 2 5] 



(12) 

HM] 




CH 3 



[0 0 2 6] 

m%T*$tj 2 ^«Bi: Lfc*£li 3 B#Hj^ & 4 l*IB-c tf-^jftUSt U 

6. 4mmX*&Z> 0 X'J>^l*«f!6tt»H I VttBMfrjfc (IS 

[0 0 2 7] 

„ 3ltaWfm3. 654, 349#fe«fct*%3, 647, 858#ft g> Htz Fed. Proc. , 31, 377 (1 
972); Drug. Metab. Disps. , h 721 (1972)l=Njjc£4vClt&. 
[0 0 2 8] 

fro 



(13) 

[0 0 2 9] 

Kb 2] 




R 6 CH 
R 7 



[0 0 3 0] 

iC+> [lb 3] I*. T')-JV£tzte^TnT>J-)^ tzt *.l**1-3, N s Ofc<£ 




[003 1] 

< ; 

R3. R4* Rsfc^tfRel*^ -?"H^tL7k^. T)\s*)\,. (C2-C5>Ti>;U^-^i/, 7 
JUn*v % - hP. T5/s 7vil/75/, 7JU^NU75/. v7W7 5; 
, v7;Mr;U7 5/7;U3^Us X7T5;U (sufamyl) s T^U^r^^ (alkythio 
) % ;*;u*:?K t Kp**>, t Kn+->7^k 7;uJp;u*JU*— /\n 

JU^K v?P7;u^;u£fcfii'?P7;UP*vT-&oT : fc<J:< ; 
R7i±. TJi^-jisKJisy-f — ;u*fcii7Ji/^u*jb*— ;u-efcoTt«J: < ; 
R8l±. TKfft. t h*P*'X 7JU=3*v£7cli/\P7;U*JU-efcoT 

Mli, th'O + v, <gii&7;U=i*«X S&£*i*:iSiiS7,iU=i*v. 75/, 7 



(14) 



[0 0 3 2] 

7v;Ht (C2-C4)7vJK*ife40!!)W* Ll^o 
[0 0 3 3] 

x*mw<DJ5mzm^z>z ttfxzz> 0 

[0 0 3 4] 

yA*>*t:> (<r\kv$ If >HCI£fcli^iA1f-;U(Genizar (^i^H) ) li 
. 2'-?***s-2\ 2'-v7;i,to v^v>-hci (B-mi4i*)-e&yi5xM«^^ U 

(Dtz&biz^ m5oo~momg/m2/®ommx*mwi7 1 jwbk astute i*& a 

^t^Zttt^S. PDR (53rd ed. . 1999). 1 578-1 582M£#!«!c 
[0 0 3 5] 

PC-3fcJ:U:PaCa-2a)ig5ai^^-r-i>3am^ii^/--o -<D^(75iSS^1±T?OM(c J: 
ifc^*#t±£^-f £^yvQ^ (feverfew) 0>;£t£j$:tf-efc6/*-tz/ ^-f K££ 

[0 0 3 6] 



(15) 



*> a fflSfccti;fc-€-t>< iiia#<D^jst*fr. m*<Dm%<D*&* i*mt$&tsm. 

00mgtfc§, W*L<[*. 1 BOfflMl*1 @£fc[*#fJCDJSfiT*Jfo100mgfr 
«bifc|1500mg. ^t*?£L<li, 1 B^/cyift150~500mgT?fo6<7)#£l\ 5 E 

«6ic»»<0fc*ft#l*» £{*MfcJRJCfc<fctfifii*SUt 

l*«*a^jb«#fr*„ lflB"*fc«"*fcl*"*a!l*f«''l** ±IBa>S4-*fc«fe^a 
[0 0 3 7] 

fflLttiu. tztniz. ma. &w.m. m&n mmm. mrnpv s m 

Baft* *^-tr/K «fl-«*ifMt?. xu>4f^l*, <b3* 

•So 

[0 0 3 8] 

zoytzth. *mM<Dit&m*. *%&ftmm&tz\±mitt%mte»i-k\<t<Dm{*<D 

1>U E$iLT^^U^ hlcLTtck<. *fcl*Ma>**a>£'<*al=iai£«* 



(16) 



sft* vp^^. *-?=7— huifmrnx-mi^xt zcd^? tempts £ 

[0 0 3 9] 

^tfrti/hlfA, 7*V7, h^PP S^>:?>*fcl*-lf^>a>«fc5fcfS* 

USA ; fc^tfX^P— X. 7J\,5 I X, I — X£fcl*7X/^r— A<D<fc 

(DWnmzHniLX ffift&i * [±tH 'J i ^ U > ^ 'J p -JUO) <}: 5 &f*Si* £ ^ A. 7? 
;U^4f7^>. P^7s vi 7 f *t;ltW<i:i: tli Lt J: vP-y^fc 

[0 0 4 0] 

TSfeit-smiz-ztz. &A*tz\z&miz&^xmmpi*tzizmf£[*i\z&i§.Lxt> 



(17) 



R55imtM&T&ztifiT*£&o ftmm*-£tz, ^'J-trP-JU. WJif 
[004 1] 

(DM & * fc l*a(*5Mft»«T? fc "J f# & . fc <t x. li, 'J *° y - 

tftmizmi^z zt\z&i) % &m^mtemfiLWio®i%L : £&m$izt>tz y ^ 5 c «h 

[0 0 4 2] 

*»astRr*i»j«tt. &mm<D%mti!;fa&±izmitzm*omo)i8.ft%m-? 
zmv)ummzmftAtL&z\k\z&'oxm$kz*i. &mzmcx. y-ov*-®. 
m&fr&o. mm&m^mmfcommotz&nmmmmomis. tt&Li^mmis 

[0 0 4 3] 



(18) 



; fc <b*l£*H*#ff!&4,938, 949^- 
[0 0 4 4] 

[0 0 4 5] 

1. B#ia*4 ^ >^ (Indiana University Tissu 
e Procurement Laboratory) WbtLtfAjW$tfft (National Cancer Institute 

£ (Cooperative Human Tissue Network (CHTN) ) fr^&ftZtitzBffil&A^-L 

8 0°Ctffi#Lto tkWWZf-bv >tJJJt£lliSiL/io *ffi^r* 

o *W5E(c-3L^TI*lfiKrtS&tt**3IJliS (Institutional Review Board (IRB) 

) omm&ntzo 

[O O 4 6] 

2. ftg^av h 3kttLfcfllft£RIPAttMflift (PBS, 1%NP40 S 0.5%^ 

— ;Uil^- h U 0. 1%SDS, 1mM PMSF. 1mM Na 3 V0 4 . 20mM ^ — 

■J-fcP'J>i£. \iM?vit-r MJ^A. (1 /ig/ml) , T^P^- 

> (20 jt/g/ml) , fc^tfPf^^^ (1 jig/ml) VM^K «3ff<bLfc„ 13,00 

oxg-c-1 o^mom^mz^-oxmM^mMitL. x^T*ummmm*vm 

mLtz 0 BCA^>/^i^t^^h (t°7X*± (Pierce)) £ffll^T £ >/^H;m 

m&mmLtzo mmomz >/^ff£io%o>y;u u ^^x*±(Novex)) t*sds- 

PAGEl::j:oT#fl?U -fteaVPl (MSIfct) Ic^Lfc -2fcjnf*C0X-1 (C-20 
. f>^M/Wtf^yav-|t (Santa Cruz Biotechnology) ) , C0X-2 
(C20 % if>5i^^Htf^/Pv-tt (Santa Cruz Biotechnology) ) „ p 



(19) 



21 ras (pan-ras Ab-3. t>3y->^-<i>^i (Oncogene Science) ) , T 

v— *± (Santa Cruz Biotechnology) ) £fcl*'J >g£f#m&<JMap*7— -feint* ( 
= -i^V=7^ K/W*^*tt (New England Biolabs) ) £gi£H#<D#t^ 
■r^iiyi^ffll^T^P^ h^^P — ^Lfco ECL (77vtAiB: (Amersham) ) 
iciot/^KtStftL^ ;SSl'l^lwJ:oT«^Lfco COX-2(DM£0l14*f 
KB (UtK£«S (LPS) T^il^LfcV^XOT^PT'T-vSffl^^Raw 264. 7fr£>H 

iccfc*cox-ifc«fct;cox-2fl!)i#awffiai*. *?*KiiaMiiii=j:oT«KLfc < 

[0 0 4 7] 

flO/^^Y >Sa^J>t5 /UmlCftttfcWIiSfefefcfTfcofc. C0X-23§S!Ot¥fiB 
'J * P-7-;ufct^ ^ffl (*■ -V * X 7 * - K/ W ^ * * ;u U -9— 
Ttt (Oxford Biomedical Research, Inc.) s Oxford. Ml ; 1:100) 0 3. 

3'-v7$M>vv> (DAB) £fejf<*<h LTffll\ 0. 2%> t^L"? 'J *f 

o 

[0 0 4 8] 

4. K-rasggjfrtir ifc§iS$£j§g?*£©;& (50 mM hUX pH 8.0, 100 mM EDTA 
„ 100 mM NaCk 1% SDS. 0.5 mg/ml ^PtM j— fe~K) -e55°C-e-B6-f J.'"* 
- h^-^C<tlcJcoT>rV I^DM^mmLtzo RNAse (0.1 mg/ml) ^^JlQL. 37 

)V : ^PP7h;UA-etttliL. s -)i>}%mtE-etz 0 SSSLfc^V ADNA (0.5 
//g) (DK-rasx^v>1^PCR|C<i: oralis L/c <5' 7— =5'-ATGACTGAAT 
ATAAACTTGT-3' (IE*iJtS&SiJ#-§- : 1) ; 3' -f "7 — = 5' -CTCTATTGTTGGATCATATT- 
3' ) (&mm%m^ : 2) (20) „ K-ras^Mtemft^'J i^^Utf K (*>=i 
v— >'J-9— ^zfaWvlt (Oncogene Research Products) ) SfilfflLTK? 
h^Py h/W ^'jy-fHf— va Xc^yPCRifitiS^^KDK-rasa K>12"e(7>^a 



(20) 



[0 0 4 9] 

5. iiftf-t-iflfrftf h';^^a)^^#iiH4^[z<i:y. jg&i*<t*t 

i'l^Lfro -5imW:(D'Amftffi (ANOVA) £JB^T. COXPlgftjO^T-COBxPC 
-3*BIJ)S& t PaCa-2$ffllfe& £: 0*81^56^0) TOjfilOilJt ^D^c 
[0 0 5 0] 

6. gjfl&g t hB$B»M€*fflflS^ (AsPC-U BxPC-3, Capan-U Capan-2. HPAF 
-IL Hs766T. PaCa-2fcJ;i;PANC-1) ^7^ 'J 2> -f ^tg^zj v a > (Ame 
rican Type Culture Collection (ATCC. Rockville, MD) ) ^bA¥L, J£=!i£ 
*t3iiy(=t&*Lfc„ ^\AX^-(DB?Bi$fflfla^ (D27, D27/K-ras. B12/13) £± 
tZO&olztSmLtz (22. 23) 0 PlW#JSf3E0>*:#>[c. BxPC-3«&£Map*±- 

(MEK) P1«JPD98059 (40 ptW) £fcl*DMSOTM OlSHHMULfco i§ 

[005 1] 

7. ffljjajjfg 3fflliS£. DNISO. X'J>$f? (v?~T*± (Sigma) ) . *i/K* 
$v> (i^^*! (Sigma) ) , *fcl*NS-398 (mV^MI (Biomol) ) 
fiTt6->i;^U- hT-SlcTOi$*Lfco 3Bll:« h'J^^S 

[0 0 5 2] 

8. Z? □ X 3 g ^ > v >E 2 7 'V -b -< «J12^l^7U-ht'™iL 
fco 3B@lct$lt!!^i!S?|L. &JfiUtiglfea>15juMT^* K>g£<h£&U 1 mm 
&mm#.&mj£%i 0U*h?<7 (Biotrak) . T^v^Att (Amersham) ) \z 

j: iTm&m^ofem-r&m. y i=PGE 2 iroiNTtg#_t>it<D7' ^-tr-r £fTfcof= 0 

^^tLfcPGE 2 <DM^^>/^KiSJt^jE^bLfc 0 1 2^x;u^u-h 

T?COXP1«JO#£T^ 2 4 B#P B WlRt£# Lfc&, $lflfl&}tfl? LT^^Iil^Ji 

(Biotrak) iz&^xm&mmtomm-tzmvizfcmzftteoztiz&y, 



(21) 



[0 0 5 3] 

9. BSfg COX. S^nsMrS/^ — Hf ; Erk 1/2 MAP dp^— Hf (Erk. MAPK) 
; MEK % h^x>;Stt1b^>/^M^— tf^r^— tf ; NSAIDS. *Xfn< 

vmm&fcm pge 2 . ^pxs^vv:^ : pma. th^—^ 12-5 g^f- 

h 13-T-tr^-ho 

b mfll^jglzfelti>C0X-2%il 
mn&tmmf&m (n=23) fc£t;ftOIE£Pmf*&*g! (n=11) -C*&j£?Py h 

¥4#12. 14, 20) , (mm. 22) *"C<DSlfflrct?fcofc„ C0X-1^>/'? 

ID. 

[0 0 5 4] 

C0X-23&Sti££. »ftaiJ£##f*fTfc5 C fcfzj: y £T<Dllt*8M*l::oi*TSI 
SU 100H(=R3iLfcHtt»!!S*»tLrtHrLy= (S1 »J:lfB2©^7 
7) o *Wftffl<D»te**JHI*. 'JtK£!|£ (LPS) T^iJ^Lfc^^XO^^P^T 
-viBS^Raw 264. 7T-fcy. C0X-2#§g|£lft3*-r £ CI t tf\>m\z.W b^l^ioT 

(22) o mm&m-zfomm (0-93%) <ncox-2mmwM.hntz<DizttL^ je 
ismmT*izcox-2ftm(Dmmit$ti?;iz®fr'Dtz (o~4.3%) . cox-2mm<Dw-^m 
tsj:xf^^mitmzmmun(Dyjt<m<. co^^mitm-^mmztt^xBrn^ 
mvm<tdi^zt^mLxi^ 0 &mmmtitifci-z>iEi£M@tt(Dm(Dcox-2 
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mmommit, mtitoizmmx&ztmmztitz <p=o.oo4) (112. mtoWA 
^*ih>o&miz&z>k. *§*tHz y h<z>i 1 (ommun<D^ibemn (55% 

) A<C0X-2»14-Cfcofc„ E*£lc. »«fLfc±ffllSI«i* 2 3 0)3*1 3<Z>1£<* (5 
6"/6) ^C0X-2H1±T'fcy, *t^fl<JlCiE^Jia^|i*4 (n=11) li^TC0X-2|^ti^fc 
-otz a 

[0 0 5 5] 

> M<Dni]9tli& (stromal compartment) Tfte&ttitf^fcl*:: <h A«*$ti/= 0 

C0X-25§St U^;U^M*(DK-ras^M^53iI <b *BHIi LT I** E r> £;TUI£ IT 3 fc 
«>, >rVADNA^im^i*(D+r^-t2^ hfrfcJWtU PCRT?1«B L7=K-rasx>7 y 
>1^<^*t35lit<E^m6*I/N-<^'J^1f-^a >(CcfcoT, 3 K>12f(DK-r 
as ^mtf>#££X£ U-^>^Lf=o ttivc, =i K>12^(7)^m7b^j:^-o/c^ 
<*(zol>T1B51J;*^LT3 K>13T?0)K-ras^P(D#iS^I)l^fc (ID o #tfr 
L^TOIE^miili. 3 K>12 (GGT - Gly) fc<fctfzi K>13 (GGC = Gly) X 
54iT^ofc„ ttflfLfcl 3<D§HK*8M*©?*. 10fl)^[ia K>13T?^ 
1 OOUWtzi K>12-C**Lrfcy, 85%(7)K-ras^^Jtlcffi^ 

kolzltrnfoixtzfr-otzo tztx.lt. itU^UDCOX-2* ft £3g5tU K-r 

asiz&m&ft-DUm Of Mtm#9« 16fcJ;U;22) fc&ofc**. tIL 

fcK-ras^^-r^te(^iS*4li. «t if ^ 1*^: < COX-2* ls/OW£%m Lfcfr 
ntz Of ft*?*. I!*SSS¥4#3. 17. 18. 19fc«fct;21) . 
[0 0 5 6] 

little. ^*fl<7)K-ras^m«;5E^^-r^t hM«mHa^<0/^Mztil^X 

fsmtK-ras(Dmmtcoi{-2t(Dmizitm.m^ummmmitm.m^titj:^'Dtz (25 
. 26) . mummmmwtx^mLtzcox-2a)mmtt(Dm.(Dmmitt<D^i5i)m 
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bmmmmm^ma) =>%x. n*«*j*ttK-ras * i mwti&ko) 5 

3Of£lt7!)^aiorHg^U'^;UOC0X-2^>/^^K (Capan-1, Capan-2fcc*:tfHPAF- 
II) ZmLtz (gl4A) o igUK;i,oC0X-2$ >/^ft(i. M U^UORaslMfrff 
14Raf;1&14^5S-rif^SK-ras-|||l«BliS^BxPC-3lcfcLATtS^^Hfc(26) „ Map 

-tr*-*-— if (mek) mmmPDMowvBxPc^mfa&z mmrzt. jstt'j> 

lt-fbErkl/2 Map*±- - 1?0> U-<;Mi^ L < <£T L/=tf. £j&£*l,£>C0X-2(Daic 
I^S-H-T. C0X-2f|^Erk1/2;Stt^<i:l±UiK^-efc^Z<!:^^l^LrU-?) ( 
ES4B) c «^i"*ts **W#6©ttj|ir4, Ras«g&a>jgtt<bl** fl?l!Sfli«$ffl 
BSlcfc(f^COX-2(7>T v U— v 3 >&mit"t&lzlt+&Vtj:^Z t $m 

tLTWo *36SB#f»I**fc» 3 0©/\jUX5t— ©»l»*BJ!a*-ea)C0X-23BS 
©U^U^ttKLfc. D27/K-rasfcJ:i;B12/13^M^?NflBa^l±. 
*-0Ki:^J£«fflJ!&&-e&SD27lca*U ^n^tiHWfiEttK-ras^ro 
X7i^7 y 3 >f fcli^fi^l W >t* hn^llcj:^ (22. 23) 0 D27/K- 

€>a>«»l** RasStt^kf£l+T?I*|»flia*ill!ai=J3lt*C0X-2|BS$T^^Ly4f3. L/ 

d 6 £ ■=> - £ £^P£ U T . 
[0 0 5 7] 

t h B?Bi^$ifla^ ic *j i% r cox-2^ $ siai-r * z t a<t? # * 3 *^as ^< 

(El 4 D) o COX^-IHtOBXPC-Sfccfe^Capan-I^Ba^-eii. C0X-2I*. fl^SHS 

T8fflRrfl&-efco/=. Fcs*i|$fc(7>gL zti^a>*ni!a^-eoox-2f6a*K3i-r-5c:t 

tfXttz 0 SJRStfJl::. C0X-2|^14$BlflSm<7)AsPC-1i:PaCa-2(Dt^■rttlC^JL^■r : fc, 
Jfa;»&31lc J; o "CCOX-2^^ £f£«-f -5 Z t l$X £ Kfr 1 tz . Z ti t> a>*&g*tt 
Tt'lt. Erk1/2^ai41bLTfcy (*^^CDH^) . Erk 1/2;£1Hb[*C0X-2Pitt 

Bmmmmf&x*cox-2§tm & mm-t h \z it+^-x tjn^ztt^zzx^^tix^ 
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mmm3 

C0X-2-H14t hfl^BSI10*fflllS^<7)BxPC-3fcJ:i;COX-2-ett«BljS^(DPaCa-2$CO 
XRMW^J-Cfe-l)X'J>^^. <>K^^v>. ^fcliNS-398T^aLfcc X 'J > 
^fcJ^tf-OhV* v>liC0X-1 tC0X-2t*|cPl^§#^WCOXPfl«Jr' 
fetj (27) , NS-398li<£ U ^mW^C0X-2<DPl^J-efe^ (28) 0 3 B^fl)^S<7)^ 
. *fflBSitmic*t^--&C0XPfiS^J(OxJ!i^^;l')^Lfc (05 ) 0 3 0(DPlS£i](7>£T 

tzo LfrL&rf)^ -< > K> £ v>fccfctfNS-398li. PaCa-2$fflJ&^ J; y tCOX-2 

36s«lla^BxP(^-3lzfcl^T«fcysl^8JK*^?^Bllaia«*lfl*r*^t6<t^*^fc 

C^tL^tlP=0.004fcJ:U:p<0.001) 0 X 'J ><$f^ fMlLfc 2 OCD5jiffl||S&-ei**ffl 
ASlgmOPlSlcX^^MliiS^^tt^^ofc (P=0.333) o 
[0 0 5 8] 

t hRKH*«Bte^lcfclf*C0X-2<D*figStt*fi £ filli^'&f=«). ^PX*?^ 
>v>E 2 (PGE 2 ) ***»*ftjSa^J£lC<ky3MSLfc: (0 6 A) . PGE 2 j£±l£ 
BxPC-3. Capan-K Capan-2fc£tfHPAF-l \Mf&%kVmu U d*i&a>»MS&-ei6 
S-T^C0X-2CDb^K7)Ji^<!:SHLT^/-- o #|HMl::» C0X-2&1±jffK«gj&$-T? 
l^l5«!:^<i:^al-e^^j:l^U^;^a)PGE27b^ai^^^fco PGE 2 ^lc>E*-ri,COXPflS 
#Jtf)£J!jm£;fli|;£^-<g>*:#K C0X-2Piti$fflflS^(DBxPC-3^ 2fimO)^^-S;lJt^X 
'J>^^ (100, 250 //M) , -<>K*$*>> (10, 100 ^M) % £/c(±NS-398 (1 
0. 50 fi M) T*2 40#fHK l/*^- h Lfc&. *fflfl§WO>PGE 2 Lfc 
(0 6 B) e ^rtUKjuiipi^MSlcjS^t-^^blCcfcy^^fc^li-r^ 
0>X>. ^igifelC^$tLfcPGE 2 T-|*^<$fflflSP»3(DPGE 2 $;IiJSLf=o fl^CDCOX 
Ri^jO>2fI^(7);m)tl*±ia(D$fflBSli5aT»y-tr>r (0 5) T?M**u l^l^tf) 
;mmi*COXR§«J(DIC5ofiI^ffi^1-^o i£l^(7);B£-eiiNS-398£ -f > K> * v 
>i:7!i^lcPGE 2 ^±^^-*t-rti.75%fcJ:i;95%Pl^Lfc/)^ Spittle, m^<D 
MO^'J >^^l*PgE 2 UK;H-^#^-^x^^-Dfco fti-Ctftfc, itll^tf) 
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toiz s o£y86%frb98%fflii|HiLf-o zH^o^-^it. coxpis#]i*. pge 2 j£ 

±&m'PZ C t ic J; orC0X-2H14BxPC-3$fflB&^X^>^ < i tSP^6*)lz-?-(7) 
^£f§}iU#<i>::,t£:*i£LTl^o L^U C0X-2PitfeSfflflS5&T*li. 
^J(D^^I*C0Xfccfci;PGE2l^#L^l^^lC^oT^^tl^ii^^fe>i)o 

0Be[cBxPC-3^f-[*PaCa-2$ffl)lfi$¥«ig#L/c o X l )>?<7 (suU 
PM) . yAi/^t*> (Gem, nM) s tZtzlZm 6 -0 7 iz^f £ ? &*a^t!-efc3 
<b£$&)£^S (101) ic^JPLfcc 3 Bglz$fflia$ h U ^v>jbLT^ibT?I+ 

mftmnmizft&?zmm<D$i&mmt Lxmmm.^±nmxmLtz 0 * y 

<7^*b(DlS*4CD±#mt,*^- (Gem. 0 nM) 0 
[0 0 5 9] 

[0 0 6 0] 

ttjUfflfi&Trl*. C0X-2<Z>S^liiI^&ai^Xfc£^ ^ffiittt^iJ^fccfe 
mJtlii^JI=cfcoTmil[-^-ri>c:<i:3!)<T^i>(5 s 6. 29) 0 i£^<D£ff3Sl~<£ o 

hztiZzttf^ztixi^o-iVo *w?txiz. moiE-mm 
mm®xtemt^t'miiix£ti:i^is'<)ixfoz><niz*iLx. t hmmmmxitm 

U^KDCOX-2* >/^K#S§giU COX-2* M<0^(7)iiJD^B5Bi(DM 
J^$fflBS-e<7>C0X-20)^S^^-r«ia(D^^fitiIELT^^)(11) o J: y 

-ei*. ai y b©77+K >g£0> teas ^fii^-r s 1 1 M *x * y / <— tf a2<d 

^A^iE^lgiSfl^lcltKT^Iig^Jsi? J: y ^ < £ d <t £ tlX U 6 (30) 
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-)\,?$ l/>3SJ:l/-r > K> * vXDS-^lzJ: oTP1^2 tltz (31) 0 •< >fc*7t?fc 
^tf^f >tf hPT^^B^#bO)tl^i:^t?-y-'5)<t, Ztib(7)W5Eli> C0X-2(D 
HS^iiAP lc <):^^X^7>v >^^OiiiP^flillifli^REl^|Sl It T <P> &f$L 

Wl&ommz J: oT. Ras;S14<b*>WICD vX^Alzfcl^TC0X-2fg?a£!^rt 
$t^$filflST^« Wl-fl^ $ *U C0X-2#g^fc cfc PGE 2 j££#ttlSiltt|- *iJ]P L (32 

— tf (mek) mwmx*&&PD9m9t)mmMj$masiz&%cox-2mB : &mm^-z>cL 

ttffrfr y . Rasl-&# L/cC0X-2(Da£2SlzErk1/2;£14<bA<&^& Z £ ^^i^ LT 

±&$fflj}& (C57/MG) $fflflST^iii^titc(17) 0 |ffi*Iff-^t!feK-Ras£3g3a-r 6 t h(D 
IM^flSttflrti^ (NSCLC) $fflflS^-CI*. Ras^m<D^^NSCLC^[ctb-<rm6*](^ 
SifgSt<D+M hy^KD^X/^'J^— tz^fc^t/COX^lZcfcy, PGE 2 jt£<E>iifiP7b< 

lzfc[-J■-i>cox-2fl^<7)igApt^BllLrt^^7{)^<!:t^5P B 1lildxyimA/y■£o *#£JE^- 

t>l±. K-rasita^-(7)=i K>12^^fi13T;(D^a)#i£[i. f$tli nj^& U"<JK£>C 
OX-2* ^/^fKDSgSltlitSlll LT l^l^ t Ltz„ flI-HM14Ras£;fr 

-f&mmwzr-tzv hT*C0X-2S£gEA<fc^<Z>Ii. BSI!&^HT'Erk1/2;St!fe7!>^'t7> 
L^il U— h£ft&fr£^t L*L&1*(26) 0 S U^KD;S1£fbErk1/2£jn: 

L^2O0Iiligfli^*4 (IS*4#4fcJ:t;2K =f-$ li^HTl^l^) dfcl^T 
t^^-CI*i£U^K73COX-2L7b^aj$tLTfcb-r. Erk1/2;St4lbf£(t-eiiC0X 

•JUUSlzfet^-C, K«^^14K-ras<D#SA^ fi?HiJl-e<7)COX-23&SE<7)igaPlziU£ 

[006 1] 
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m&mm Ltzoit^imK-ras^m-r^m^oo 3 ofc*itt*fcot„ cox-25§ 

Stli^fc. iftU^U(7);£t£Raf£J#0??£MK-ras BxPC-3SfflflS^-C^^ofc (26) 
o C0X-2l±4oa)C0X-2Htt*fflfla^T^fi£WlcH^Lfc^\ s^mic, COX-2^14 

$fflsa^ r (*ifo>t£ 7c liPMAiz ct y cox-2i§3i £»»-r c <t i* £i\ ctibroi 

lfe^iC0X-25^7(>*ttW£4t<i> li^^^lfco MEKPfiW#JPD98059-e(Z>*&31& 
, BxPC-3$fflflS^T:-(7)COX-2f§^l*^>-t±-r. C<7)glflami^fcl^rCOX-2l§#liRas 

7i^>a >AMb^f§^J^(7)^S^(Dl^^lCcJ;oT±i:7c7^M$E^^^7r 
(7)|^Bl$fiifla^-eoCOX-2^ >/^*S(D^MP(cJ:oT, Ras;£t£<btf 
C0X-2^(D^^^t-^lcli+^r^J:L^Z < !:A^e>lz^^tL/i: o RaslcAP^T 
, ^0i/^^JUig|^<D;Stt1b^fiftLT^Ba(zfe[t-SCOX-2^<7)gJg$^ 
^-£il£#fc-5>o Z<D<i;5^^lis U7K£*M!LH£;hfcfc h^TC0X-2(D^ 

•i>(33)o t hl]Ji^rtJ£2ffllfe-ei±. NF-(B p65$e¥@^^M£^^Ic^ 

LTC0X-2(7)ii^^5^-r^Ci:7!)<^o7=(34) o fot, C0X-2^(D^(*^ 

[0 0 6 2] 

C0X-2H14 (BxPC-3) fc£tf|gt£ (PaCa-2) $fflflS^(7)iaS^T% C0XRi»^J(7)X >J 

is#t>. j is p * z is >&tzi*ns-39ST*<Dmmiz & vxmj&^mtf mm ztitzo 

L^L^bs $BiBS^BxPC-3[i, PaCa-2$|flflS^(ctt^r -f> K> * *>>fc .fctfNS 
£«fc«-J tC0X-2fg^Baic^LT^14^St^i:^^l«Lr^^o £«=>lc % Bx 

vtzo mox-immmm&vit&itiTzmteP^itft&^tefr^tzo ztit><DT- 

?HlZ&r>Tl*<DmW®}m&§£W?ZZt&7jkmLX^& 0 NS-398ld\ COX-2 
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£«t £ -tr 6 z <t £ < mmoftmmm &mw? &z.t tz (36) . £ b ic , 

v£ Pt^vft- tf5?;Ufl3E^*t^$fflflS(cyclooxygenase null embryo fibrobla 

sts) t*iz, Hsmommu^^xsizmmmmm^^is^imm^m^commt it 

[0 0 6 3] 

H*<7)t h^^(D^b^;UCDCOX-2<D^aifcJ;^fli^T?(DNSAID(7)<b^|»6<] 

tK^ h-i/X0ES(l3), fcfcRnJltta>fciin(i2) fc£tfjfii^$T£cD{s;i(i4) 

*^i*$fflfla<D^Mtemfc cfc t;B*.a> Jifr ic^-^-r *§^# fc * . cox-2as3if* , 

»«f LfcM®l¥l»ll*K»a)55%-C*L < ffifr?fc0>T!« C0X-2£<b^iH&<7) 

mmi-^coxmrnwiomti^Tjii-zti^cD^^t. 8H£i*&*a>a«iSj&<is£A, 

0X-2fgStl*. ^'&3-tz\t&m(D^$9Lt Ltttffltfc^o 
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